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statu s of the Giaims 

Gfalms 1-1 1 are pending in the applicalion. 
Giams 1. 4-6. arid 8-11 are amej-id^d. 
Claims 12-1 S are new. 
Jf- A m^ments to the Cl>-^ img 

Ciaim 1 is amended to recits the process steps using present perfect verb tense 
in accord with standard U.S. pmme. Claim 1 is also amended to recite that the 
reacting occurs at to -WQ. Support Can m found, for example, in original claim 1 
and In the third paragraph on page 3 of the specification as filed . Claim 1 is further 
amended to recite "wherein said fiudarabine is not aniiydrous." Support can be found, 
for exampie , in the first paragraph on page 3 of the spectficatiQn as fried. 

Claims 4-6 and 10-11 are amended for Gompliahce with U.S. practice. 

The subject matter of ciatms 4, 6, 6, and 10 are presented ih new claims 12-1 5. 

Claim 9 is amended to recite -1Q to -15- C. Sypport can be found, for exampte. 
in the secpnd paragraph of Exampie 1 on page 4 of the spedfrcation as fited. 

Accordingly, the amendments to the cfajms do not IntrGduce new sub}ect matter^ 
SgiectfoiMlteSSJJ^i^^ 

Claims 1, 9. and 1 1 were reiected under 35 U.S.C. 112, second paragraph as 
ailegediy being indefinite for failing to particularly point out and distinctly claim the 
subject matter which the applicant regards as the invention. Specifically, the Examiner 
noted that claims 1 and 9 recite "less than -5« C" and claim 11 recites "less than -10« 
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C." The E><aminer thus alleges tet olafms 1, 9 a„d 11 are Wofinlte because no lower 
Irmit (S peciteci. 

Claim 1 is amended to recite -5 to -M» G ami claims 9 and 1 1 are amended to 

reGfte-.10to~1S°C, 

Claims 4-6 and 10-11 were rejected under 35 U.S,0. 112. seeort^i paragraph as 
altegedly being indennite for not cfearly setting forth the metes and bounds of the patent 
pmtection desired. Specificaily, the Exa miner notes that claims 4-6 and 1 0-1 1 each 
recite a narrow limitation that falls within mad limitations recited in the aame claim. 

Applicants have amended claim 4-6 and 10-11 to remove the narrower limitation 
or each- Addmonaify, Applicants have added new claims 12. 1 3. 14. and 15 to recite 
the narrower limitation removed from claims 4. 5; 6 and 1 0. respectively. 

Withdrawal of the rejection under 35 U.S C. §112, second paragraph is 
respeetfully requested. 

'V. Rejections under a s il^r. ^in-^frij 

Giaims 1-6 and 9-11 were ejected under 35 U,S.C. § 103(a) as allegedly being 
unpatentable dvei- BlMmbergs et at. (WO 92/00312), 

Claims 7-8 were re|ected under 36 U.S.G. §103Ca) as allegedly being 
unpatentable over Biumtjergs et al. in view of Wikipedia (Solvent). 

These rejections are raspectfully traversed for the tollowing reasons. 

The present claims mm to a method to prepai-e fludarafaine phoj^phatf. with a 
high yield and a high degree of purity v^ithout h^vlh^ to use anhydrays f ludarabine. 

IlTeCited Aft 
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Blumbergs g r^ desGiibe a method to prepare fludambine phosphate which 
comprises the use of anhydrous fludarahina (2-F-ara-A) . The startin0 fludarabine 
material must be vacuum^dried and the feaotiGns carried ogt underessentla»y 
ar^hydrous coriditions, 

C. Analysis 

According to the M.P.a.P §2143. no establish a prima facie case of 
obviousness, three basic criteria must be met." The third criterton is that "the prior art 
references (or referehees when combined) most teach or suggest all the claim 
Ifmitatioils. Furthermore, "[i|f an independent claim is nonobvious under 35 U.S.P. 
§1 03 then ariy claim depending therefrom is nonobvious." 

CI . Rejection of Glalms 1-6 a nd 9-t1 Based on Btumbefas et at. 

Amended claim 1 recites a process for the preparation of fludarabine phosphate 
starting from fludarabine, wherein said fludarabine is not anhydrous. 

Biumbergs et al. do not teach or suggest using non-anhydrous fludarabine as a 
starting material for the process of making fludarabine phosphate, in direct contrast to 
the claimed features of claim 1, Blumbergs et al. explicitly state (lines 33-35, page 2): 

"ft has been found that the 2-F-ara~A must be dried extensiveiy under vacuum 
and that the reaction must be conduGted under essentialiy anhydrous 
conditions." 

A surprising aspect of the Applicants' claimed process is that by operating within 
the claimed temperature range, it Is possible to obtain fludarabine phosphate having a 
high degree of purity even starting from a fludarabine rriaterial that Is not anhydrous. 

Because a skilled artisan would hot haye had a reasonable expectation of 
success in achievrng the presently claimed methods, and because the references, 
atone or in combination, fail to teach ail the limttations of the present ctarms, the 
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standat-cJ for obviousness has not been met 
of the reiections under 35 U.S.C §103, 
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Appiieants re^pectfuiiy request withdrawaf 



^2- Rejection of Claims 7- 8 Based on Blumberas et at. in view of Wlklbedta 

As noted above, amended claim 1 recites a process for the preparatioo of 
fludarablne phosphate starting from fludarabin©, wherein said fludarabine is not 
anhydrous. Blumbergs et al. teach a method of preparing fludarabine phosphate 
starting from a fludarabine that is essentiajly anhydroMs. 

Glaim 7 depends upon amended claim 1 . Claim 8 depends upon claim 7. 
Therefore, claims 7-8, which directly or indireqtly depend from daim 1, patentabfy 
define over the cited art for the same reason that claim 1 does, Accbrdingly, Appilcahts 
respectfully request withdrawal Pf the feiections under 35 U.S.C. §103. 
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Conclusion 

in vim of the foregGing, the appycants submit that the claims pending are in 
condition tor altowanee. A Notice of Allowance is therefore respectfuHy requested. 



Respectfully submitteef. 
Perkins Coie LLP 



Date: ^I<^ij9^ ,:..£^...i^i... 
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